The first patient A49910, a 60 year old hypertensive and diabetic female, presented in the clinic with behavioural changes and memory disturbances for approximately 6 months. She was diagnosed with a space-occupying lesion (SOL) in insular cortex extending into the left frontal and temporal regions and the left lentiform nucleus, on the basis of an MRI done on September 8 th 2011. On September 14 th she underwent a gross total resection of the
6
VAFs from C5 to T5 or from T5 to T28 in both A49910 and M45481. For detailed information about these biphasic trends please refer to the Supplementary Tables S2 to S14.
Bioinformatic prediction of functional significance of the variant loci: We used PolyPhen-2 (Polymorphism Phenotyping v2) prediction software for the bioinformatics based prediction of functional significance of all the 77 and 92 non-synonymous mutations that were detected in A49910 and M45481 respectively. We found only 11 mutations in A49910 and 24 mutations in M45481 to be deleterious as per PolyPhen-2 annotation (as given in Supplementary Table   S15 ).
Supplementary figure legends:
Supplementary Figure S1 : Correlation of mRNA expression of MGMT with GLI1 and SNAI1from the RNA-Seq-based transcriptomics data extracted from TCGA-GBM database (N=149) 
